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' which have been amended and are the basis for this report and/or sheets containing rectifications made 
before this Authority (see Rule 70.16 and Section 607 of the Aaministrarive Instmctions under the PCT). 
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PCT/US03/19393 



Basis of the report 



1 . With regard to the dements of the international application:* 

[""""] the international application as originally filed. 

1X1 the description: 
pages 1-40 



pages NONE 



pases NONE 



as originally filed 
filed with the demand 
filed with the letter of m 



the claims: 

pages 43. 44 and 46-49 l as originally filed 

pages NONE , as amended (together with any statement) under Article 19 

pages NONE , filed with the demand 

pages 41 ,42 and 45 , filed with the letter of 12 August 2004 (12:08.2004) 



I | the drawings: 
pages NONE 



pages NONE_ 



pages NONE 



as originally filed 
, filed with the demand 
filed with the letter of _ 



| | the sequence listing part of the description: 

pages NONE , as origmally filed 

pages NONE , filed with the demand 

filed with the letter of _ 



pages NONE 



2. With regard to the language, all the elements marked above were available or furnished to this Authority in the 
language in which the international application was filed, unless otherwise indicated under this item. 
These elements were available or furnished to this Authority in the following language which is: 

the language of a translation furnished for the purposes of international search (under Rule23.1(b)). 

the language of publication of the international application (under Rule 48.3(b)). 

| the language of the translation furnished for the purposes of international preliniinary exammauon(under Rules 
55.2 and/or 55.3). 

3. With regard to any nucleotide and/or amino add sequence disclosed in the international application, the 
international preliniinary examination was carried out on the basis of the sequence listing: 

contained in the international application in printed form. 

filed together with the international application in computer readable form. 

furnished subsequently to this Authority in written form. 

furnished subsequently to this Authority in computer readable form. 

The statement that the subsequently furnished written sequence listing does not go beyond the disclosure in the 
international application as filed has been furnished. 
| [ The statement that the information recorded in computer readable form is identical to the written sequence listing 
has been furnished. 

4. O The amendments have resulted in the cancellation of: 

"""] the description, pages NONE 

I the claims, Nos. NONE 
~H the drawings, sheets/fig NONE 

5. rj This report has been established as if (some of) the amendments bad not been made, since they have been considered to go 

beyond the disclosure as filed, as indicated in the Supplemental Box (Rule 70.2(c)).** 
* Replacement sheets which have been furnished to the receiving Office in response to an invitation under Article 14 are referred to in 
this report as "originally filed" and are not annexed to this report since they do not contain amendments (Rules 70,16 and 70.17). 
** Any replacement sheet containing such amendments must be referred to under item 1 and annexed to this report. 
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V. Reasoned statement under Rule 66.2(a)(ii) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 


1. STATEMENT 








Novelty (N) 


Claims 1-1 1 




YES 


Claims none 




NO 


Inventive Step (IS) 


Claims 1-11 




YES 


Claims none 




NO 


j Industrial Applicability (IA) 


Claims 1-11 




YES 


Claims NONE 




NO 



2. CITATIONS AND EXPLANATIONS 

Claims Ml meet the criteria set out in PCT Article 33<2)-(3), because the prior art does not teach or feirly suggest applicant's 
compounds, compositions and method of treating malaria (see in particular the instant substituent definitions of R , R and R ). 

Claims Ml meet the criteria set out in PCT Article 33(4), and thus have industrial applicability because the subject matter claimed 
can be made or used in industry. 
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WHAT IS CLAIMED IS: 

1 . A compound of formula I: 
OHr 3 R 3a 




5 wherein, / 
R5 is hydrogen; / 

Rla and Rl independently are Ci-6 alkyl, halo, alkoxy, C3-10 cycloalkyl, C6- 
10 10 aryl, and trihaloviny I, said ary 1 optionally substituted with 1-3 groups of Ra; 

R2 is hydrogen, Ci-6 alkyl, and C3-10 cydtalkyl; taken together with any 
intervening atoms can form a 3 to 7 memoered carbocyclic or heterocyclic ring 
saturated or unsaturated, said heterocyclic ring containing 1-2 heteroatoms 
i 5 independently chosen from O, C(OVS, SO, SO2, N, or NR2a and optionally 
substituted by I -3 Ra groups; / 

R2a is hydrogen, and C 1-6 alkyl; 

20 * R3 and R3a are independently hydrogen, halo, Ci-6 alkyl, C3-10 cycloalkyl, and C6- 
10 aryl, said aryl and alkyl optionally substituted with 1-3 groups of Ra; or 

R3 and R3a together with any intervening atoms can form a 3 to 7 membered 
carbocyclic or heterocyclic ring saturated or unsaturated, said heterocyclic ring 
25 containing 1-2 hefteroatoms independently chosen from 0, C(0), S, SO, SO2, N, or 
NR2a and optionally substituted by 1-3 Ra groups; 

R4 is hydrogen, halo, Ci-6 alkyl, and trihaloalkyl; 

30 Ra represents Ci-6 alkoxy, Ci-6 alkyl, CF3, nitro, amino, cyano, Ci-6 alkylamino, or , 
halogeif; and 
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WHAT IS CLAIMED IS: 



1. 



A compound of formula I: 

OHR3R 3 * 




RN(R 2 ) 2 



R 



5 wherein, 

R5 is hydrogen; 

Rla andRl independently are Ci-6 alkyl, halo, Ci-6 alkoxy, C3-10 cycloalkyl, C6- 
10 10 aryl, and trihalovinyl, said aryl optionally substituted with 1-3 groups of Ra; 

R2 is hydrogen, Ci-6 alkyl, and C3-IO cycloalkyl; taken together with any 
intervening atoms can form a 3 to 7 membered carbocyclic or heterocyclic ring 
saturated or unsaturated, said heterocyclic ring containing 1-2 heteroatoms 
1 5 independently chosen from O, C(O), S, SO, S0 2 , N, or NR2a and optionally 
substituted by 1-3 Ra groups; 

R2a is hydrogen, and Ci-6 alkyl; 

20 R3 and R3a are independently hydrogen, halo, Ci-6 alkyl, C3-10 cycloalkyl, and C6- 
10 aryl, said aryl and alkyl optionally substituted with 1 -3 groups of Ra; or 

R3 and R3a taken together with any intervening atoms can form a 3 to 7 membered 
carbocyclic or heterocyclic ring saturated or unsaturated, said heterocyclic ring 
25 containing 1-2 heteroatoms independently chosen from O, C(O), S, SO, SO2, N, or 
NR2a and optionally substituted by 1-3 R a groups; 

R4 is hydrogen, halo, Cj-6 alkyl, and trihaloalkyl; 

30 Ra represents Ci-6 alkoxy, Ci-6 alkyl, CF3 j nitro, amino, cyano, C] -6 alkylamino, or , 



halogen; and 
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n represents 1-3; 

or a pharmaceutically acceptable salt, enantiomer, or diasteriomer thereof. 

5 

2. A compound according to claim 1 wherein Rla and Rl 
independently are tert-butyl, 1,2,2-trichloro vinyl, or phenyl . 

3. A compound according to claim 1 wherein R2 is hydrogen or 
10 CMalkyl, and n is 1. 

4. A compound according to claim 1 wherein R* a and R 1 
independently are tert-butyl, 1,2,2-trichlorovinyl, or phenyl; 

R2 is hydrogen or Ci-4 alkyl, and n is 1. 

15 

5. A compound according to claim 4 wherein R* a and R* are tert- 
butyl, and R2 is hydrogen. 

6. A compound which is: 
20 2-aminomethyl-5-tert-butyl-3-phenylphenol 1 

2-aminomethyl-5-tert-butyl-3-(4-methylphenyl)phenol, 

3,5-di-tert-butyl-2-[(emylaniino)methyl]phenol, 

3^-di-tert-butyl-2-[l-(ethylamino)ethyl]phenol, 

3,5-dl-tert-butyl-2-[(methylanuno)methyl]phenol, 
25 3,5-bis(trichlorovinyl)-2-[(emylamino)methyl]phenol, 

3,5Kii-tert-butyl-2-[{propylarnino)methyl]phenol l 

2-[(ethylanuno)memyl]-5-(trichlorovinyl)phenol, 

3,5-di-tert-buryl-2-[(butylainino)methyl]phenol, 

3,5-(n-tert-buryl-2-[(cyclohexylarnino)methyl]phenol, 
30 3,5-di-tert-butyl-2-[(hexylamino)methyl]phenol, 

3,5-<h-tert-butyl-2-[(octylamino)methyi]phenol, 

S^-di-tert-butyl^-Kl-hydroxyethylamino^ethyllphenol, 

tert-butyl N-(2,4-di-tert-butyl-6-hydroxyben2yl)-beta-alaninate, 

3,5-di-tert-butyl-2-[(2^imemylaminoemylarruno)methyl]phenol, 
35 3,5-di-tert-butyl-2-[(3-phenylpropylarriino)methyl]phenol, 
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2-(l-Aminoethyl)-3,5-di-/erf-butylphenol, 
3,5-Di-/er/-buty]-2-[l-(eihylamino)ethyl]phenol, 
3,5-Di-/err-butyl-2-[(propy!amino)methyl]phenol, 
3,5'Di-rer/-butyl-2-{[(pyrazin-2-y!methyll)amino]methyl}phenol, 
5 2-(ammomethyI)-3,5-di-/er/-butyIphenol hydrochloride, 
2-Aminornethyt-5-*erf-butylphenoI hydrochloride, 
or pharmaceuticaliy acceptable salts thereof. 

7. A composition comprising a compound of claim 1 and a 
1 0 pharmaceuticaliy acceptable salt thereof. 

8. A composition comprising a compound of claim 6 and a 
pharmaceuticaliy acceptable salt thereof. 



15 9. A method for the treatment of malaria which comprises 

administering to a patient in need of such treatment a compound of formula I: 

QHR 3 R 3a 




20 



25 



30 



wherein, _ 

R5 is hydrogen; 

Rla and Rl independently are Ci-6 alkyl, halo, C]-6 alkoxy, C3.10 cycloalkyl, C6- 
10 aryl, and trihalovinyl, said aryl optionally substituted with 1-3 groups of Ra; 

R2 is hydrogen, Ci-6 alkyl, and C3.10 cycloalkyl; taken together with any 
intervening atoms can form a 3 to 7 membered carbocyclic or heterocyclic ring 
saturated or unsaturated, said heterocyclic ring containing 1-2 heteroatoms 
independently chosen from O, C(O), S, SO, S0 2> N, or NR2a and optionally 
substituted by 1-3 Ra groups; 
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